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DETAILED ACTION 

Claims 2, 3, 5, 6, and 1 1-24 are pending and under examination. 
Withdrawn rejections: 

Applicant's amendments and arguments filed 1/29/09 are acknowledged and have been 
fully considered. Any rejection and/or objection not specifically addressed below is herein 
withdrawn. The Declarations by Mervyn Maze and Nicholas Franks filed on 1/29/09 have been 
fully considered and are discussed in detail below in the response to arguments following the 35 
U.S.C. 103(a) rejection. 



Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign 
country or in public use or on sale in this country, more than one year prior to the date of 
application for patent in the United States. 

Claims 2, 6, 11-13 and 17 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Fukura et al. (Prog. Neuro-Psychopharmacol. & Biol Psychiat. 2000, 24, 1357-1368). 

Fukura et al. disclose treatment of pregnant rats and neonatal rats with anesthetic xenon 
gas mixture (70% xenon 30% oxygen) (Abstract and Page 1359, Exposure to Anesthetic gases). 
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Fukura et al. specifically examined the effect of xenon on the fetal rat brain thus anticipating 
instant claims 2, 6, 11 and 12 (Page 1359, Preparation of isolated growth cone Particles). Oxygen 
is a diluent thus anticipating instant claims 13 and 17. Fukura conclude that xenon is safe for 
perinatal neuronal development (Abstract). 
Response to arguments: 

Applicant asserts that the patient population in Fukura is not in need of analgesia and 
therefore the claim is not anticipated. Respectfiilly, the Examiner cannot agree. Fukura et al. 
clearly disclose preparing ICG from fetal and neonatal rat forebrains (page 1359, preparation of 
Isolated Growth Cone Particles). The fetal and neonatal rats were in need of anal2esia before 
having their brains homogenized. Clearly, a subject about to have their brains homogenized is in 
need of analgesia. 



Claim Rejections - 35 USC § 102 
Claims 12, 17 and 21 are rejected under 35 U.S.C. 102(b) as being anticipated by Lane et 
al. Science 1980, 210(4472), 899-901). 

Lane et al. disclose treating pregnant Spraque-Dawley rats with 70-75% v/v xenon and 

oxygen gas mixture and examined 160 fetuses (Page 900, Table 1 group D and right column). 
Oxygen is a diluent/carrier. It is the Examiner's position that the rat fetuses received any 
beneficial analgesic effect of the xenon gas mixture administered to the parent. 
Response to arguments; 

Applicant asserts that there is no disclosure of administering xenon to the mother of a 
fetal subject where the fetal subject is in need of analgesia . Respectfiilly, the Examiner cannot 
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agree for the following reason. Lane et al. examined macroscopic organ anomalies in the fetal 
rats (page 900, right column). Therefore, the fetal rats about to be experimented upon were in 
need of anal2esia before undergoing these procedures. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 1 02 of this title, if the 
differences between the subject matter sought to be patented and the prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinaiy skill in the art to which said subject matter pertains. Paten tabihty 
shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

Claims 2, 3, 5, 6, 8 and 1 1-24 remain/are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Fukura et al. (Prog. Neuro-Psychopharmacol. & Biol Psychiat. 2000, 24, 

1357-1368) in view of Georgieff (US 6,197,323) and Fishman (US 5,099,834) and Ohashi et al. 
Anesthesiology 2002, 96, A1291 and with respect to claims 5 and 24, Franks et al. (US 
6,274,633). 
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Applicant claims a method of providing analgesia in a newborn and in a fetal subject 
comprising administering a therapeutically effective amount of xenon. 

Determination of tlie scope and content of tlie prior art 
(MPEP 2141.01) 

The references of Fukura et al. are described in detail above and those discussions are 
hereby incorporated by reference. 

Georgieff teaches hquid anesthetic lipophilic gas preparations and methods of inducing 
analgesia comprising xenon and in a fatty emulsion (excipient/carrier) that can be administered 
intravenously or by inhalation (Abstact; column 9, lines 10-16; column 10, lines 22-65 and 
claims 16). Georgieff teach ointments and creams which can be applied to the damaged tissue 
thus reading on transdermal application (column 9, lines 40-54). 

Fishman teaches administration of xenon gas mixtures, from 60 to 78.5 mole percent 
xenon, to women of childbearing age (Abstract and claims 1-14). Fishman teaches that nitrous 
oxide is toxic to a fetus (column 1, lines 49-60). 

Franks et al. teach methods of relieving neuropathic pain comprising administering xenon 
to a mammal in need thereof (Claims 1 and 3). The method further comprises administering an 
anaesthetic or sedative agent that promotes GABAergic activity (claim 8). 

Ascertainment of tlie difference between tlie prior art and the claims 
(MPEP 2141.02) 



Application/Control Number: 10/524,316 Page 6 

Art Unit: 1616 

1. Fukura et al. do not expressly teach a 20 to70 % v/v xenon/air mixture; administration 
of xenon in the form of a hpid emulsion or where xenon is administered intravenously, 
neuraxially or transdermally. These deficiencies in Fukura et al. are ciired by the teachings of 
Georgiefff, and Fishman. 

2. Fukura et al. do not expressly teach adding an anesthetic agent that promotes 
GABAergic activity or other analgesics. This deficiency in Fukura et al. is cured by the teachings 
of Franks et al. 

Finding of prima facie obviousness 
Rational and Motivation (MPEP 2142-2143) 

1 . It would have been obvious to one of ordinary skill in the art at the time the claimed 
invention was made to make a xenon gas mixture of 20 to 70% v/v xenon air, or administer the 
xenon in the form of lipid emulsion intravenously, as suggested by Georgieff, and produce the 
instant invention. 

One of ordinary skill in the art would have been motivated to do this because it is mere 
routine optimization of the gas mixture as taught by Fukura et al. Applicant has not shown the 
criticality of using 20% oxygen and 70% xenon. The active is xenon and the art teaches using 
70% xenon. Oxygen is simply a carrier. One of ordinary skill in the art would recognize other 
means of providing analgesia to a patient such as intravenous administration of xenon in a carrier 
as taught by Georgeiff. One of ordinary skill in the art would be motivated to use xenon, in such 
alternative forms in addition to inhalation, because nitrous oxide is taught by Fishman to be toxic 
to a fetus. So, one of ordinary skill in the art would be motivated to administer a therapeutically 
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effective amount of xenon to women of childbearing age. The route of administration is easily 
determined by one of ordinary skill in the art. The fetus would intrinsically benefit from any 
analgesic properties of the gas. 

2. It would have been obvious to one of ordinary skill in the art at the time the claimed 
invention was made to add an anesthetic that promotes GABAergic activity, as suggested by 
Franks et al, in the method of Fukura et al. and produce the instant invention. 

One of ordinary skill in the art would have been motivated to do this because Franks et al. 
teach the combination of xenon with other anesthetics and analgesics such as opiates or NSAIDS 
because these agents are directed toward relief from pain. "It is prima facie obvious to combine 
two compositions each of which is taught by the prior art to be useftil for the same purpose, in 
order to form a third composition to be used for the very same purpose.... [T]he idea of 
combining them flows logically from their having been individually taught in the prior art." In re 
Kerkhoven, 626 F.2d 846, 850, 205 USPQ 1069, 1072 (CCPA 1980). 

A reference is good not only for what it teaches by direct anticipation but also for what 

one of ordinary skill in the art might reasonably infer from the teachings. {In re Opprecht 12 
USPQ 2d 1235, 1236 (Fed Cir. 1989); In re Bode 193 USPQ 12 (CCPA) 1976). 

In light of the forgoing discussion, the Examiner concludes that the subject matter 
defined by the instant claims would have been obvious within the meaning of 35 USC 103(a). 

From the teachings of the references, it is apparent that one of ordinary skill in the art 
would have had a reasonable expectation of success in producing the claimed invention. 
Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in the art at 
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the time the invention was made, as evidenced by the references, especially in the absence of 
evidence to the contrary. 

Response to arguments; 

Applicant continues to assert that the cited references do not describe administering 
xenon to a newborn or fetal subject in need of analsesia . Respectfully, the Examiner cannot 
agree. As explained above the subjects were in need of analgesia. The Declarations are not 
persuasive. The Declaration of Mervyn Maze ignores reference #8 of the Lane et al. article 
which clearly states that the fetuses were sectioned and examined through a lens for macroscopic 
organ anomolies (see page 901, reference 8 of the Lane article). The Declaration by Nicholas 
Franks asserts that the rats were killed by cervical dislocation or decapitation prior to having 
their brains removed and therefore would not feel any pain associated with the brain removal 
procedure and thus not require analgesia. Simply because we do not administer analgesia to an 
animal about to be sacrificed does not mean that the animal does not require analgesia. How do 
we know what the rat needs or does not need? It is reasonable, for ethical reasons, to provide 
analgesia for a procedure, such as cervical dislocation, where there might be pain. For these 
reasons, the Examiner finds the Declarations insufficient to overcome the rejection of record. 
Applicant's arguments are not persuasive and the Examiner maintains the rejections. 
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Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ernst V. Arnold whose telephone number is 571-272-8509. The 
examiner can normally be reached on M-F (7:15 am-4:45 pm). 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Johann Richter can be reached on 571-272-0646. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained trom the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 

system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



/Ernst VAmold/ 
Examiner, Art Unit 1616 



